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I.  MME HA JIEKAPCTBEHHS ITPOJYKT oo o770

["aposucT 1,0 mmol/ml nHxeKUHOHEH pa3TBOp AN N0
Gadovist 1.0 mmol/ml solution for injection 6 ??pzj 2 b -03- 2075

2, KAYECTBEH U KOJIMYECTBEH CbhCTAB

| ml nHXeKUMOoHEeH pa3TBop chaAbpxka 604,72 mg ranobyrpon (gadobutrol) (ekBHUBaNIEHTHO Ha
1,0 mmol rago6yTtpou, chabpxkaii 157,25 mg ragojiMHuii).

3a eIHOA030BO MPUIIOKEHHE:

| ¢nakon ¢ 2 ml ceabpxka 1209,44 mg ragodyrpon,

| ¢nakon cve 7,5 ml cbabpka 4535,4 mg rano0yTpoJ,
| ¢nakon ¢ 15 ml ceabpxa 9070,8 mg ranodyrpor,

3a eqHOI030BO WJIH MYJITHIMAUUEHTHO NMPUJIOKEHUE!

1 6yTrika ¢ 65 ml cbabpxka 39306,8 mg ragoOyTpo.
1 ¢nakon ¢ 30 ml ceabpxa 18141,6 mg ragodyTpo.

[TomolHO BelecTBo ¢ u3BecTHO aAekcteue: 1 ml cpabpka 0,00056 mmol (EKBUBaJIEHTHO Ha
0,013 mg) HaTpu# (BXK. Touka 4.4).

3a MbJIHUS CIIUCHK HA MOMOLIHUTE BEILIECTBA BUXKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

MHxeKUMOHEH pa3TBoOp

Buctpa, 6e3useTHa 10 0s1e10KbJITA TEHHOCT.

POU3NKO-XUMHUYHU CBOMCTBA:
Ocmonanutet npu 37°C: 1603 mOsm/kg H>O

Bucko3urer npu 37°C: 4,96 mPa-s

4. KJUHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

To3u neKkapcTBEH NPOAYKT € MpeHa3HaYeH caMo 3a JIMarHOCTHYHH LU, ['aZloBUCT € NoKasaH 3a
ynorpe6a npy Bb3pacTHH M €LIa OT BCHYKHU Bb3pacTH (BKJIKOYMTEHO JOHOCEHH HOBOPOJICHH) 3a:

e KOHTpacTHO yCHJIBaHe NMPH KPAHHATHO U CITHHAJIHO M3CJIe/IBaHEe C APEHO-MAarHUTEH PE30HAHC
(AMP).

e KonrpactHo ycunsane npu SIMP Ha yepHus Apo0b uiinm ObOpeunTe Npu NalkueHTH, IPH KOMTO HMa
CbMHEHHE 3a WK Oene3u Ha OTHUILHY JIE3UH, 34 pa3rpaHu4yaBaHe MeXAy 100poKa4eCTBEHH U

3JI0KQYECTBEHHU JIE3HH.
e KoHTpacTHO ycuiBaHe NpU MarHUTHO pe3oHaHcHa aHruorpadus (CE-MRA).

[(al0BMCT MOXE ChILIO Taka aa 6bae u3non3saH 3a AMP Ha narosioruu Ha UAJI0TO TAJIO.
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Toii ynecHsBa BU3yaJIM3UPaHETO HA aOHOPMHH CTPYKTYPH WIIH IE3HH H NoMara npu
nvdepeHIKEPAHETO MEXIY 3APABa M NMATOJNIOrHYHO U3MEHEHA ThKAH.

["apoBscT TpA6Ba Aa C€ MpWIara caMo, KOraTo JHarHOCTHYHATA HHQOPMALIHA € OT CHUIECTBEHO
3HaYMeHKE Y He MOXe Ja Gbae MonydeHa ¢ MarHHTHO-pe3oHaHCcHa obpa3Ha anarkoctrka (AMP) Ge3
KOHTPACTHO YCHIIBAHE,

4.2 /Jo3ApoBKa H HAYHH HA NPHJIOKEHHE

FagosucT TpabBa Aa ce NPRIATS CAMO OT MEAHIIHHCKH CIIENHAAHCTH ¢ ONKT B KIHHHYAATA
npaxkThHka ¢ AMP.

HayyH Ha NpHIOXKEHHE

To31 JEKAPCTBEH NPOAYKT € CaMO 33 HHTPABCHO3HO MPHIOKEHHE.

Heo6xonuMara 1033 Ce MPWIara HHTPaBeHo3Ho KaTo 6onycHa HHXeKUHA. KOHTPacTHO YCHIIEHOTO
uscnensake ¢ AMP Moke Ia 3aMouHE BeAHAra cjiel Topa (Manko Cyel HHXEKTHPAHETO B 3aBHCHMOCT
OT H3MO/3BaHATA UMITY/ICHA MOCIEN0BATENHOCT M ITPOTOKONE HA W3CIEIBAHETO).

OmTuManed KOHTpacT ce HaBmionasa 3a CE-MRA mo Bpeme Ha aprepuanHara ¢asa, a 3a LITHC - B
paMKMTe Ha OKOJNO 15 MHHYTH clen MIDKEKTHpaHe Ha [afoBHCT (BpEMETO 3aBMCHM OT THIIA Ha
NE3HATA/THKAHTA).

CxaHHpaHeTo NPH WHTEH3UTET Ha nosieTo T1 € 0codeHo NOAXOAAIIO 32 KOHTPACTHO YCHIIBAHE.
ITo BB3MOKHOCT BETPECHAOBOTO MPHIOKEHHE HA KOHTPACTHOTO BEILECTBO TpAOBa Aa ce M3BLPIIBA B
IerHano NONOKEHUe HA MauMeHTa. Crea caMoTO mnpunaraHe naigueHture TpabBa aa Obaar

HaOoaaBaHK B MPOIBIKEHHE HA TMTOHE MOJIOBHH Yac, ThA KAaTO ONUTHT [OKa3Ba, Y€ MO-ronfMa Hact
OT HeXeJTAaHHTE PEaKLiMM Ce NPOSBABAT B TO3H HHTEPBaN OT BpeMe (BX. Touka 4.4).

Yka3zaHua 3a ynorpeda:

OnaxkoBKH CaMO 3a €AHOA030B0 MPHIOKeHKe: ¢nakony ot 2 ml, 7,5 mi 1 15 ml.

OnakoBKH 33 eJHOAO30BO WM MYJTHNAIHMEHTHO NprioxkeHue: GiakoHH oT 30 m] 1 OyTHIKH OT
65 ml. [Tpu MyaTHNaLMeHTHO nputoxeHne ['anoBucT TpabBa Aa ce npusiara ¢ IoOMOLITa Ha
ABTOMATHUYEH HWHXKEKTOP, KOMTO € 0Z100peH 3a MyNTHIALMEHTHO NPHIIOKEHHE.

3a MHCTPYKIMH OTHOCHO OPUrOTBAHETO H MPHIIOKEHHETO Ha NPOAYKTA, BIXKTE TOHKa 6.0.

Josuposka

Tpabsa na ce M3NOM3BA Half-HUCKaTa 4033, KOATO OCHIypsBa JOCTATHYHO KOHTPACTHO YyCHBAHC 3a
AMarHocTHYHM uenu. Jo3ata TpabBa aa ce W34MCAABa Ha 6a3aTa Ha TENECHOTO TEr0 Ha NALMEHTa H
He TpAOBA Na HANBHMLIABA MPENOPBLYHTESIHATA ZI03a HA KHIOIPaM TEJIECHO TErNO, 3a KOATO HMa
noapoOHa HHpOpMaLHA B Ta3H TOYKA.




Bwapacmnu

C nokazaHus
[TpenoppuMTENHATa 1034 33 Bh3pacThH e 0,1 mmol Ha kunorpam TenecHo Terno (mmol/kg TenecHo
rerno). Topa ¢cxotBeTcTBa Ha 0,1 ml/kg Tenecuo rerno ot 1,0 M pastaop.
AKO BBIpEeKH IHIcaTa Ha AcHa AMP Haxoaxa ocTaHe CEPHO3HO KIMHMYHO CbMHEHHE 33 HATH'YHE Ha
ne3us WIH B CIyYauTe, KOraTto MNo-npeuusHa HHGopMmauua OM noBmuana BbPXY JEUCHHETO HA
MalMeHTa, € Bb3MOXKHO JOMBbJIHUTEIHO WHXeKTHpaHe Ha MakcuMyM 0,2 ml/kg TemecHo Terno ao
30 MUHYTH C/1€/ ITbPBaTA HHAKEKLIHAL.
Karo MHHMMaIHA 103a 3a WicnensaHe Ha L[HC, Moxe na Obae npunokesa po3za or 0,075 mmol
raxobyTpon Ha KHnorpaM TenecHo terno (exsuBanenTHa Ha 0,075 ml 'anoBxcT Ha KHNOrpaM TEIeCHO
Terno) (BHXTe TouKa 5.1).

SIMP Ha usnoTo Ta10 (¢ M3kmoyeHne Ha MRA)
O6ukHOBeHO mpunoxennero Ha 0,1 ml ['anoBHCT Ha kg TENECHO TErNO € AOCTATLYHO 3a OTroBOp Ha
KITHHHYHHA BBAPOC.

CE-MRA.

3a 1 spurenno none (3I1): 7,5 ml opu TenecrHo Terno noa 735 kg; 10 mi npu TenecHo Terno 75 kg u
no-ronamMo (cporeercTaa Ha 0,1-0,15 mmol’kg renecHo Terno).

3a noseue ot 1 3purenHo mose (3I1): 15 ml npu TenecHo Terno nox 75 kg; 20 ml npu TenecHo Terno
75 kg 1 mo-ronamo (cvoreercTea Ha 0,2-0,3 mmol/kg TenecHo Tero).

Cneyuanyu nonyrayuu

bnOpeano yBpexnane

FagoBucT Tpa6Ba Aa ce M3MON3BA NPH MALKMEHTH C TEXKO 6bOpevHo yBpexnaHe (roMepynHa
duntpauna (GFR) < 30 mi/min/1,73 m?) 1 npu nauueHTH B NEPHONEPATHBHHUA NEPHO/ HA
yepHOAPOGHA TPAHCIIAHTALIMA ClieJ BHHMATE/HA NpeleHKa Ha PHCKOBETE U MOI3HTE H aKO
AHArHOCTHYHATA HHGOPMALIHA € BAKHA H HE MOXE 11a Ce NONY4H ¢ HeycuieH ¢ koHTpact AMP (Bx.
Touka 4.4). Ako ce Hanara ['anosucT Aa 650e M2nos3Ban, 103aTa He TpAOBa Aa HABMILIABA

0,1 mmol/kg TenecHo Terno. He Tpabsa aa ce H3nos3pa nopeye OT €4Ha A03a NPH CkaHupaxe. Ilopaan
JIMNICATA Ha HHOOpPMALIHA 32 MHOTOKPaTHO MPHIOKeHHE, [aNOBHCT HHXEKIIHOHEH Pa3TBOp He TPAOBa
[1a Ce MpAIAra MHOTOKPATHO, OCBEH aKO MHTEPBATBT MEXIY HHXEKLIMUTE € HE MO-MaNKO OT 7 JHH.

[leauaTpu4Ha nonyjan4s

3a Aella OT BCHUKHM BB3PACTH (BITIOYMTENRHO JAOHOCEHM HOBOPOICHM) IMPENOPBLUYMTENIHATE 1033 €
0,1 mmol rago6yTpon Ha kg TenecHo Terno (exkBuBaneHTHo Ha 0,1 ml MagosHCT Ha kg TenecHo Terno)
33 BCHUKH [MoKazaHud (BXK. Touka 4.1).

Hosoponenn 10 4 ceIMHTAA BB3PACT H J€¢Na A0 1 roANImMHEA BL3pacT

ITopanu HepasBuTaTa 6n0peuHa QyHKUMS IPH HOBOPOAEHH A0 4 CCIMMYHA BB3PacT H AcLa RO

| roaqMImHa pu3pact, [aoBHCT TPAGBA 2 ce W3M03Ba [IPH TE3H MNAaLHEHTH CaMO Clie]l BHHMATEHA
npelicHKa 1032 aa He Haasumasa 0,1 mmol’kg TenecHo Terno. He Tpabsa na ce ysnonssa noseye o7
eJHa 1033 [10 BPEME Ha cKkanupaHero. [lopaau nuncara Ha HHPOPMALIMA 38 MHOTOKPATHO
ApUIoKEHHE, [[4JOBHCT HHXKEKLUMH He TpAOBaA Aa Ce MOBTAPAT, OCBEH aKO HHTCPBATHT MEXKAY
MHXKEKIUHTE € Hai-ManKo 7 AHH.

Crapuecka Bb3pacTt (65 roanHH H noBeye)
He ce Hanara xopekuus Ha no3ara. Heo6xoauMo e noBulIeHO BHUMAHWE NpH MalMEHTH B CTapyecka
BB3pacT (BX. Touka 4.4).




4.3 IIpoTHBONOKAZAHMA

CBpBbXYYBCTBUTENTHOCT KbM aKTHBHOTO BEILECTBO HJIH KbM HAKOE OT MOMOIIHHTE BELLIECTBA,
H30poeHH B TOUKa 6.1.

4.4 CoensaJsH npeaynpekIcHHs H NPEeANA3HH MEPKH NpH ynoTpeda

I"ago6yrpon He Tpa6Ba na ce npunara UHTpaTeKanHo. [IpH HHTPATEKAaNHO MPUNOKEHNHE HMA
ch0oOLWIEHMA 32 CEPHO3HM, XKMBOTO3aCTpalllaBalliH M JICTAIHY ClyYaH, FIaBHO CBBP3aHH C
HEBPOJIOTHYHY PeaKLuH (Hanp. koMa, eHuedanonarTus, Cbp4oBe).

IMpu usxekTHpaHe HAa ['a0BHCT BbB BEHH C TECEH JIyMEH HMA BCPOATHOCT OT NOABA HAa HEXEINAHH
peakLid KaTo 3auepBABaHe H OTOK.

CTaHAapTHHTE H3XUCKBAHUA 32 6E30MacHOCT NPH H3CAEABAHE ¢ MATHHTEH PE30HAHC U OCODEHO OHE3H,
33 WIKJIOYBAHE HA GEPOMArHUTHH MATEPHAIH, BAXaT M KOIraTo Ce Hanon3ea 'afoBHCT.

PeakuMH Ha CBPBXUYYBCTBUTENHOCT HUIIH APYTH HAWOCHHKDPA3HH PEAKIIHY
KaxTo ApyrMTe MHTPABEHO3HM KOHTPACTHH CPECTBA, INPHIOKEHHETO HA ['afloBHCT MOXe Aa Obae

CBBP3aHO ¢ GHA(HUTAKTOMIHY PeaKLHH/PeakliiH Ha CBPLXTYBCTBHTC/IHOCT HIH APYTH HAMOCHHKPA3HH
pEakLlKHU (Hanp. ocmup pecnupamoper oucmpec cunopom / 6enoopoben omok cve u be3 Kormexcma
HA peaxyuu Ha CepLXYYECmeumenHocm), XapaKTepH3Hpally ce ChC ChbpPACYHO-CHAOBH, PECTIHPATOPHH
WIKH KOXHH NPOSBH, M BapUpailiA A0 TEXKH peaklHy, BKIIOUMTENHO 1IoK. [To NpHHIMM, NAUHEHTHTE
CbC CbLPIEYHO-CBAOBH 3abonfABaHMi ca MO-YYBCTBMTE/JHH KBbM TEXKH PpCakiMd Ha
CBPBXYYBCTBHTENHOCT CbC CEPHO3EH HITHK HOPH daraneH U3XoL.

PHCKLT OT peaki{¥i Ha CBPBbX'YYBCTBHTEIHOCT MOXe 1a OB/e MO-BUCOK B ClIy4a# Ha:
- NpeAMIIHA peakLius KbM KOHTPACTHH CPEACTBA

- aHaMHe3a 32 OpoHXHaNHa acTMA

- aHaMHe3a 3a alePruyHU HapyilleHUd

INp# nanMeHTH ¢ anepryudHa NPEANCIO3ULUH PEUICHHETO 32 MPHUIOKEHHE Ha ['afoBuCT Tpabaa fa
ce B3eMe ciel 0co0eHO BHUMATEHA IPELieHKA Ha CHOTHOIIEHHETO PUCK-TTON3A.

[ToBe4eTo OT TE3M PEakiH BL3HMKBAT 0 MONOBHH Yac OT NpHIokeHueTo. Ilopann ToBa ce
npenopsyuBa HabMoOAeHHE Ha NMallHeHTa CNeA npoLeaypara.

HeobxonumMo € HAIHYME HAa JIEKAPCTBEHM TIPOAYKTH 34 JIeY€HMEe Ha peakudd Ha
CBPBLXUYBCTBHTENIHOCT WM Opyeu uOUOCUHKPA3HU PEaKLHH, KAKTC X TOTOBHOCT 3a NpPEANpHEMaHE
HA CMELIHHW MEPKH (BX. TOuka 4.2).

PaaKko ca HaOmoAaBaHy 3a0aBeHH peakLuH (e 4acoBe A0 HAKONKO AHM) (BXK. TOUKa 4.8).

VepeneHa OnOpeyHaTa GyHKIMA
Npenopbusa ce NpeH NPHJIOKEHHETO HA [AAOBHCT BCHYKH MANHERATH A8 OLAAT CKPHHHPAHH

3a Gu6peaHa AUCPYRKIHA NOCPEACTBOM Ja6OPATOPHH TECTOBE.

CrobmiaBa ce 3a caydyad Ha HedporeHHa cucreMHa ®ubpola (HCD), cppp3aHa ¢ U3NON3BAHETO Ha
HAKOM KOHTPAaCTHH MAaTEpHH, ChAbpPAKAILHY FAAQTHHAN, MPU NAlHEHTH ¢ OCTPO HIM XPOHHYHO TEXKO
6u6pearo yepexaane (GFR <30 mi/min/1,73 m?). TlauueHTHTe, NOAIOKEHH Ha 4epHOAPOOHA
TPAHCIUIAHTAUMA, €4 HIIOKEHH HAa 0cOGEHO BHCOK PUCK, ThH Karo YecToTaTa Ha ocTpa OnOpevHa
HEOCTATBYHOCT € BUCOKA B Ta3H rpyna.

[Topanu BE3MOXHaTa nossa Ha HC® npu ynorpeba Ha ['afoBUCT, NIpU MALMEHTH C TEXKO OBOpEUHHO
yBpexJaHe M MPH NalMEHTH B MEPHONEPATHBHHE NEPHOA HA 4YepHOApoOHA TPaHCIUIAHTALMA TOH
TpabBa Ja ce M3MON3BA CaMO cle[ BHMMATenHa MpeleHka Ha PHCKOBETC H MON3WTE H aKO




AMATHOCTHYHAaTa HHQOpDMAUMA € BaXKHA 4 HE MOXE Jla C€ MOJYYH C HEYCHWICH € KOHTpAacT
ANPEHO-MArHMTER pe3oHaHc (AMP).

[MoanaraHeTo Ha XEMOAHAIW3a CKOPO CNel MpHAOKeHHe Ha ['aZoBHCT MOXe Ja ObAe MOJE3HO 3a
enuMHHHMpaHeTo Ha [agoBucT OT Tanoro. HaAMa naHHH, KOHTO g3 MNOAKPEMNAT 3aMO4YBAHETO HA
XeMOAHAIH3a KAaTO HA4YMH 3a npeanassaHe ot passurde Ha HCO wm neuenme na HCP npu
MALIHEHTH, KOUTO He ca OMIH Mo 10XEeHH BeUe Ha XeMOJHa/IM3a.

HoBopoaeHH ¥ KbpMayeTa
[Topann HepassuTaTa OBOpeuHa PYHKUHA MPH HOBOPOAEHH MO 4 cepMHYHa BB3PACT M Hela Ao

| rogMiliHa BB3pacT, I'anoBHCT TpAORA fa ce€ MU3MO/3Ba NPH TE3H MNALMCHTH CaMo CJIe] BHUMATelHa
[peLeHKa.

Crapuecka Bb3pacT
Toii kaTo 6BOPEUHHAT KIHPBHC Ha rafo0yTpon Moxe Aa ObAe YBpEeAEH NpH NMalHeHTH B CTapyecka
BB3PACT, OT 0CODEHO BAXKHO 3HAYEHHE € MALMEHTHTE Ha Bb3PpacT 65 rouHy M nopeye Aa 6paar

CKpUHUpaHH 32 O6b0peuHa AUCHYHKIMA.

IlogBa Ha I'bPUORE
Heo6xoauMo € ocofeHo BHUMAHME NPH MAllMEHTH ¢ HUChK ITpar Ha NoABa Ha I'bPUYOBE, NOAODHO Ha
BCHYKM IPYTH KOHTPACTHH BEIIECTRA, ChAbPIKALIH MafIONIHHHA,

[IoMOLUHH BEIIECTBA
To3m JleKapcTBeH NPOAYKT ChEbpKa No-Manko oT 1 mmol Hatpuii (23 mg) Ha no3a (B3 OCHOBA Ha

CPeIHOTO KOJMYECTBO, MpWiaraHo Ha 70-KMMOrpaMoB 20BEK), T.€. N0 CBUIECTBO ToH “HE CHABPKA
HaTpuli™.

4.5 BiaumoaeiicTBHE ¢ APYFH JEKAPCTBEHH NPOAYKTH U APYrH OpMA HA B3aHMOAEHCTBHE
He ca npoBexaaH# nNpOoyYBaHHA 3a B3aUMOAEHCTBUATA.
4.6 DeprranTeT, OPEeMEHHOCT H KbpMEHE

BpeMeHHOCT

Nauuute 3a ynorpefaTta Ha KOHTPAacTHM BelNecTBA Ha O0asara HA TraflOJIMHWA BKIIIOYHTENHO
rafgoSyTpon npH GpeMeHHM KeHH ca orpaHMucHH. ['aloTMHHA MOXe Ja pEMHHE Mpe3 NialeHTaTa.
He e u3BeCTHO AATH €KCMO3ULMATA HA TFAIOMHHI € CBLp3aHa ¢ HexeJlaHH eeKTH BhpXy ¢eTyca.
HanurBaruATA MPH )KHBOTHH IIOKA3ZBAT PENPOAYKTHBHA TOKCHYHOCT CJie[l MHOTOKPAaTHO IPHIIOKEHHE
Ha BUCOKH A03H (BX. TOYKA 5.3).

CanosHeT He TpAOBa Na ce H3MON3Ba NO BpeMe HA OPEMEHHOCT, OCBEH KOTaTO KITHHUYHOTO ChCTOAHHE
Ha XeHaTa He Haara H3non3BaHeTo Ha ralodyTpon.

KbpMeHe

KoHTpacTHHTE MaTepHH, CbABPXaUIM FaR0IHHHINA, C€ EKCKPETHPAT B KbpMaTa B MHOIO MaJIKH
Konu4ecTBa (BiK. To4YKa 5.3). B KIMHUYHH JO3H HE Ce 0YAKBAT CHEKTH BPXY AETETO NOPAIH MAJIKOTO
KOJIMUECTBO, KOETO Ce eKCKpeTHpa B KbpMara U ciabara abcopbuus ot yepBaTta. Jlexkapst u
KbpMeLllaTa Makika Tpa6Ba Ja B3eMAT pelieHNe Aajli KbPMEHETO 13 NPOILDKH MK Na OBle CIpsHO 32
nepHoOJ oT 24 Yaca ciiel NPUICKEHHETO Ha I aN0BHCT.

DepTWIKTET
MscneaBaHAATA [IPY )KUBOTHH He MOKA3BaT YBPEXKAaHe Ha QePTHANTETA.




4.7 EdexTn BBpIYy cnocobfHocTTa 32 modupane n padoTa ¢ MAINHA
Henpunoxumo.
4.8 HexenalHH JeKApPCTBEHH PEAKIHH

O6muaT npodun Ha GesomacHocT Ha [agoBHCT ce OCHOBaBa Ha JaHHHUTE OT noBeue oT 6300 nauueHTH
B KJIMHUYHHWTE W3MHTBAHWA H OT NOCTMAPKETHHIOBOTO HAOMIOACHHE.

Hali-qecTo HaOMOAAaBaHUTE HEXENaHH nekapcTBeHH peakiuuu (> 0,5%) npH NandeHTH, Ha KOHTO e
npunoxeH ['anoBHCT, ca rnasobonme, raacHe n 3amaiBaHe.

Hait-cepHo3HUTE HEXENaHH peakilid NpPH NalMEeHTH, Ha KOUTO € NpWIoKeH ["aloBUCT, Ca ChpacUcH
apecT, OCTbP PECIMpPATOpeH AMCTpec CUHApoM / OenofipobeH OTOK W TeXKH aHapUIaKTOMAHMU
peakiHH (BKJIIOYHTENHO PECTMPATOPEH apecT H aHa(QHIAKTHYEH LI0K).

JabapeHH aHaQHUIAKTOMAHA PEAKLMH WIH APYTH MAHOCHHKPAsHHM PeakLMM (C/ie[ 4acoBe A0 AHK) ca
HaOnonaBaHy PAIKO (BXK. Touka 4.4).

[TopeueTo OT HEXKEAZHUTE PEAKLIMU €2 C JIEK A0 YMEPECH HHTCH3UTET.

HabmonaBaHuTe HEXENaHH peakUudd ¢ [a0BHCT ca npeactaseHd B Tabnruarta mo-gony. Te ca
knacupuluKEpaHd Mo cHctemo-opraHH# knacose (MedDRA). HsnonspaH € HaH-NOAXOAAIUMAT
MedDRA TepMHH 33 OIHCAaHHE HA OMNpEAENCHA peakuws M HeHHWTe CHMOTOMH W CBBbpP3aHH
ChCTOSHMA.

Hexenauyre NekapCcTBEHU PEAKIMM OT KIIHHMMHUTE H3NWTBAHUA Ca KNaCHHIMPAHH CIIOPEN TAXHATA
yecToTa. I'pynuTe MO 4eCTOTa ca ONpedeNieHH CBhINIACHO ClleHaTa KOHBeHums: 4ect: 21/100 no
<1/10; newectu: =>1/1000 mo <1/100; penxm: 21/10000 mo <1/1000. HexenaHure nexapcTBEHH
pEaKLMH, HACHTHOHUHDPAHN €IUHCTBEHO TIPH NMOCTMAPKETHHTOBOTO HAOMOAEHHE H 32 KOHTO HE MOXE
713 e OMpEAEIN YECTOTa, Ca NOMECTEHH B ,,C HEH3BECTHA YECTOTa .

[1pH BeAKO rpyNMHpaHe B 3aBUCHMOCT OT YECTOTATa, HEXKE/TAHHTE ICKapCTBEHHU PEaKliy ce H3bpoABar
B HH3XOAAL Pel M0 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

Ta6auna 1: HexelaHH NeKapCTBeHH PeaKIHK, cHoOIIABAHK B KIAHHAHYHATE HINMHTBAHHA HJIH
N0 BpeMe Ha NOCTMAPKETHHIOBOTO HAGAI0AeHBe NPH NANHEHTH, NeKyBanH ¢ F'anoBACT

Cucremo-opranen Yectn HeuecTH Penxn C pen3BecTHA
KJjac 4eCcToTa

Hapymenns Ha CBpBX4YBCTBHTEIHOCT/
HAMYHHATA aHa(UAaKroMaHa
cHcTeMa peakuua " (Hanp.
aHa(pHIAKTOMAECH
wok*, HHPKyIaTopeH
konarncs*,
PECIIMPATOPEH apecT™®,
6poHxocnasbm?,
nyaHo3a’d,
opodapHHreaneH
OTOK®*, NapHHreaneH




otok!, XUnoTOHUA*,
NOBUULIEHO KPBBHO
HangraHe’, bonka B
ropAMTE?, ypTHKaphH,
OTOK Ha JIULIETO,
aHruoenems,
KOHIOHKTHBHT?, OTOK Ha
KNeNaymTe,
3ayepBABAHE Ha
TALIETO,
XUMepxXuapo3a’,
kannuual, KnxaHe®,
ycellaHe 3a napeHe’,

MACTOTO HA
NpHJIOMEHHE

Ycemane 3a TOINHHA

6neaHocT?)
Hapymenus Ha [ mapobonne | 3amaliBaHe, 3aryba Ha cb3HaHuEe",
HepBHATA CHCTEMA Hucreysus, INapectesus | KoHByncus,

[Tapocmyis
Chpacunn Taxuxkapamus, CepaeuyeH
HApYIMEHHN [Tannuraumn apect?*
PecnapatropHH, Hducnnes* OcTep
rpLAHH H pecnupaTopeH
MeJMACTHHAJHH JAUCTpeC
HApYIICHHS CHHIPOM
(OPIC)*
benoapoben
oTOK™*!

CroMamRo- ["ageHe [ToBprblitaHe Cyxota B ycTara
YpeBHH
HapyHIEeHHSA
Hapymenus ua Epurem, HedporexHa
KOXKATA K Conpbex (B CHCTEMHA
NOJKOXKHATA reHepanyu3npaH dubposa
ThKaH cbpbex), (HCD)

OO6puB (BKJL.

reHepanu3upaH,

MaKyJiapeH, namynapeH,

cupbsi oOpHB)
O6mu HapymeHHs Peakuma Ha MacToTo Ha | [IpusnsBane,
H edexTH HA uHxKeKkTHpaHe’, Ycemane 3a CTya

! Tesu HJTIP ca doxaadeanu cue u 6e3 KoHmexcma Ha peakyuu Ha C8pbXuyecmeumeanocm.

* CcLOOLIABAHM Ca XKHBOTO3AaCTpAllaBaIlH CNyYaH W/ WK cifyyau ¢ daraneH usxon npu rasu HIIP

# Hukoii ot oTaenuuTe cuMnToMH Ha HIIP, H30poeHH KaTO CBPBhXUYBCTBUTENHOCT/aHAGHIAKTOHAH
peaKilys, YCTAHOBSHM N0 BpeMe Ha KTMHHYHUTE M3NUTBAHHA HE € JOCTUIHaNA NO-TONAMa YECTOTA
OT ,,peAKH” (C H3KITIOUEHUE HA YPTHKApHA)

¥ CBpBXHYBCTBHTENHOCT/aHA(HIAKTOHIHH PCAKLIHH, HACHTUGHLIMPAHH CAMO Npe3 BpeMe Ha MocT-
MapKETHHIOBOTO HaGmoaeHHe (C HEM3BECTHA YECTOTA)




0  PeakMUTe HA MACTOTO HA MHDKEKTHpaHe (Pa3IMMHH BUAOBE) BKIIOUBAT CJICAHHTE TEPMHHH!
eKCTPABA3alMd HA MACTOTO HAa MHXKEKTUPaHe, NapeHe Ha MACTOTO HA HHIKEKTHPAHE, YCCIAHE 32
CTYJ Ha MACTOTO Ha HIDKEKTHpaHe, 3aTOILIAHE Ha MACTOTO HA HHIKEKTHPAHE, EPUTEM WIH oOpHB Ha
MACTOTO HA UHDKEKTUpaHe, 60JIKa Ha MACTOTO Ha HHDKEKTHPaHE, XeMaToOM Ha MACTOTO Ha
HHDKEKTHpPAHeE.

[lanyeHTH ¢ AnepruvHa MpeAUCrno3HLIMA CTPAJaT NO-YECTO OT OCTAHANIMTE OT PEAKLHH Ha
CBPBXYYBCTBHTENHOCT.

Cpo61LaBaHH ca M30JIMpaHy CliyuaH Ha HegporeHHa cucteMHa ¢ubpoza (HCD) c 'agoBucT (Bk.
Touxka 4.4).

Cnen npuwnaraHe Ha [agoBuct ca HaOmopaBaHW konebGaHHs BBB (QYHKIHOHAIHHTE OBLOpeunnTE
apaMeTPH, BKIOYBAINY MOBUIIABAHE HA CEPYMHHA KPCaTHHHH.

[TeagnaTpuuHa NOMYJIAIHA

BE3 OCHOBA Ha /Be KIMHWUEY w3nuTBaHKus dasa /111 ¢ eanokparHa no3a npu 138 nmauveHTH Ha
ph3pacT MeXIy 2 U 17 rogunm 1 44 nauxenTH Ha Bb3pacT oT 0 40 moa 2 rofuHy (BXK. TOUKa 5.1)
4eCTOTAT4, BUABT ¥ TEXKECTTA HA HEKETAHMTE PEAKLMH TIPH Aciia 0T BCHUYKH Bb3PacTH (BKIIOUHTENHO
NOHOCEHH HOBOPOJIEHH) €4 B CHOTBETCTBHE C MPOdHIIa Ha HEXKENAHHTe CHOHTHSA, H3BECTHH MIPH
pbapacTrMTe. ToBa 6e moTBLpAcHO BLB (haza [V npoydrane, Bimousanio nosede ot 1100 neua u
NOCTMAPKETHHIOBO HaOMoOAeHHE.

CrobuiaBaHe Ha MOAO3HUPAHH HEXKEJIAHH peakLiuH
C1o61LUaBaHETO Ha MOXO3HPaHH HEXKEAAHH PeakLMy Cliell paspeuapate 3a ynotpeba Ha 1eKapCTBeHHA

ApoayKT e BaxxHo. ToBA NO3BOMABA [a MPOABLKH HaOOAEHHETO HA CHOTHOLICHHETO NOJI3a/PHCK 32
NeKapcTBEHUS NPOAYKT. OT MEIMLIMHCKHTE CNELMANHCTH Cé H3UCKBA Aa CbOOIABAT BCAKA
MOZO3UpaHa HEXETaHA PEaKLHd 9pe3

N3nbaHATENHA areHLus 110 JeKapcTBaTa

yi1. ,,JJamss ['pyes” Ne 8

1303 Codus

Teir.: +359 2 8903417

yebealiT: www.bda.bg

4.9 [Ilipeaoznpane

MaKkCHMAIHATE €IHOKPATHa JHEBHA 003d, TECTBAHA MpPH Xopa, € 1,5 mmol ragobyTposn/kg TenecHo
TErno.

Jlo MOMeHTa He c¢a HaONIoAaBaHH [PU3HALM HAa HMHTOKCHKAUWA OT NPENO3HpPAHE B paMKHTE HA
KJINHUYHO [TPHIO0KEHHE.

B ciy4aii Ha npeao3MpaHe N0 HEBHHMAaHHE, KATO NMPEAna3Hi MEpPKH Ce MpenopbyBaT MOHHTOPHpaHe
Ha chpaeynaTa dydkius (Bka. EKT) u koHTpon Ha 61.6peuHara GpyHKimA.

B cryvali Ha npefosupane npu nauueHTd ¢ GpbpeuHa HenocTaTh4HOCT I'afloBHCT MOXeE JHa Ce
eNIMMKUHAPA OT OPraHu3Ma Ype3 xeMoananuza. Cnen 3 XeMOAMANM3HH UHKBIA NPHOTH3HTETHO 98% ot
BEIIECTROTO Ca SINMMMHMPAHH OT opraHWsMa. Hama obaye naHHH 3a TOBa, 4€ XEMoauannsara €
noaxoAfula 3a nNpeAnassaxe ot HedporenHa cucreMHa ¢pudposa (HCD).




5. @OAPMAKOJOI'HYHHU CBOUCTBA
5.1 dapmaxoAHHAMHYEH CBOHCTBA

dapkaMoTepanesTH4Ha rpyna: [TapaMarauTHu koHTpacTHH cpeactea, ATC kon: VO8C A09

MexaHH3bM Ha JEHCTBUE
JacHIBALIMAT KOHTPAcTa eekT ce ALIKH Ha ranobyTpon — HelioHeH KoMIUieke oT ranondHui(lll) u

MAKPOLMKIHYHHMA JIMIAHA JHXHIPOKCH-XHIPOKCHMETHITIPONII-TETPaa3aMKION0AEKaH-TPUOUETHA
kucenvna (Cytpon).

dapMakogHHaMUUHY edeKTH

Crenenra Ha penakcauus Ha ranofyTpon, W3MepeHa in vifro B YOBEIIKAa KPBB/TUIA3MA [ipH
H3MONOrMYHM YCIIOBHA M MpPH KIMHUYHO 3HayMma cHia Ha nonero (1,5 u 3,0 T), ¢ B rpaHyuuTe OT
3.47 — 4,97 I/mmol/sec.

B Kn#HMYHM A03M M3paseHaTa CTENeH Ha pejlakcalHa Ha ragocdyTpoa BoauM IO CKbCABaHe HA
peNakCaIHOHHOTO BPEME Ha IIPOTOHMTE HA BOATA B ThKAHHUTE.

CTabuiIHOCTTa Ha rafoOyTpONHMA KOMIUIEKC € H3y4aBaHa in vitro fnpH QU3MONOTHYHH YCNOBHA (B
ecTecTBeH 4YoBewkH cepyM mpu pH 7.4 u 37 C) 3a neprog or 15 auu. KonuuecTBoTOo OCBOOOACHH
HOHM ragonuHHi oT ranodyTpon e 6UNO Noa rpaHMlATa HA KolwdecTBeHo onpenensHe ot 0,1 mol%
OT LeHdKs TAROJMHUMA, NoKa3Baliky BHCOKAaTa KOMIUIEKCHa crabunHoct Ha ramobytpon mnpu
U3NYTBAHHUTE YCTIOBUA.

KiinHHYHa ¢(PHKACHOCT

[Mpu eano ocHoBHO mpoyt4BaHe ot ¢asa [l npy vepHOAPOOHA NATONOTHA CPeAHATa YyBCTBHTCIHOCT
npu komOunupan SIMP npeau W cnel NPHIOKEHHE HAa KOHTPACT NPH MalMEHTH, HA KOHTO €
npwioxen ['agoBucT, € Guna 79%, a cneunduudoctra — 81% 3a OTKPHBAHE HA JIE3UH H
avdepeHIHpaHe Ha eBEHTYANHU MATUTHEHH YePHORPOOHH JTE3UH (QHAK3 110 NAUMEHTH).

[Ipu eaHo ocHoBHO mpoyuBaHe oT ¢a3a [l npr 61OpetHa naTonorus cpeaHara 4yBCTBHTEAHOCT €
6uwna 91% (asanu3 no nmapedTH) U 85% (aHanu3 no je3uMK) NpH OTAUEPEHUMPAHETO HA MATHIHEHH
u Genuraeny 6L6peunn nesu. CpeaHaTa cnenMgpUYHOCT NpU aHanu3a o nauuexTH ¢ dbuna 52%, a npu
aHaTK3a no nesuu — 82%.

VBenu4YeHHETO Ha YYBCTBHTEIHOCTTA NP KOMOKUHUpaH SIMP npeau v ciex npuioxeHHe HA KOHTpacT
B cpaBHeHHe ¢ SIMP Opeiu KOHTPAcT NpH NaUMEHTH, Ha KOUTO € mpuioxeH ['agosucT, € 6mwio 33%
pH HepHoApoOHa matosnorus (aHanus no nauueHTH) H 18% npu 6v6peuna naronorus (aHaiu3 no
MalMeHTH ¥ aHAIH3 10 Ne3uH). YBeIHYeRHeTo Ha cnelMaIHocTTa Npd koMObunupan AMP npeau n
clied MPUAOKEHHE Ha KoHTpacT B cpaBHeHue ¢ AMP npean kontpact € 6mwio 9% npu YepHoApoOHa
MaToNMorus (AaHAIHM3 [0 TALMEHTH), AoKaTo mpH Ob0peyHaTa NaToJorud He € YCTaHOBEHO YBENHYEHHE
Ha cneLMpUUHOCTTa (AHATH3 [0 NALHEHTH U aHATH3 110 JIE3HH).

Becuykd pe3yirraTH ca CpeHHd CTOWHOCTH TIpH  NpOYyYBaHUA, 3aciieneHd 32 pasuHTalINTe
H300paXKeHHATA.

B KIMHHYHO M3IMTBAHE, INAHUPAHO KATO HHTPaHHAHBHAYAIHO, KPbCTOCAHO CpaBHEHHE, I alOBHCT €
cpaBHABaH ¢ MEMIYMHUHOB FafoTepar ( aBara B 1032 0T 0,1 mmol/kg) 3a BU3yaTM3npaHe Ha YCUIICHH
MO3bYHM HEOIUTaCTHYHM JE3HH MpH 132 nauHeHTH.

[TbpBHYHATa KpaiiHa TOYKa 33 epMKacHOCT ['alOBKCT WM METIYMHHOB raziorepar € o01oro
NPEANOYHTAHHE HA MEJMAHHHA 3acneneH Yerell [To-nobpara epukacHocT Ha ['anoBucT € noKa3aHa
cbe crofinoct Ha p ot 0,0004. [Ipeanountanue kpM [anosucT € naneHo npu 42 naumeHTH (32 %) B
CpaBHeHHe ¢ OOILIOTO NPEeANOYUTAHHE KbM rajorepareMeriyMuH npH 16 naumenty (12 %,). Ipu




3a BTOPHYHHTE [IPOMEHIIHNBH € YCTaHOBEHO, Y€ CbOTHOLIEHHUETO ,,JIE3MA KbM MOJBK™ € CTATHCTHHECKH
no-sucoko 3a Fagosuct (p < 0,0003). [TpoueHTHT Ha YCUIBAHE € NM0-BHCOK MPH [ ' aOBUCT B
CpaBHEHHE ¢ METITYMMHOB IaJOTEPAT CbC CTATHCTUYECKH 3HAYHMA PANTHKA 32 3aCIENCHHA Pa3yHTaIL
niobpaxenuara (p < 0,0003).

CBHOTHOINEHHUETO ,,KOHTPACT KbM HIYM™’ MOKa3Ba NO-BHCOKa CpelHa CTORHOCT Clel NPUIOKEHUE Ha
TCaposuet (129) B cpaBHEHHE C METTTYMMHOB ragotepar (98). Paznukata He € CTATHCTHYECKH 3HAYHUMa.

B npoyuBaHe IaHHPaHO KaTO HHTPaHHAMBHAYATHO, KPBCTOCAHO CpaBHEHHE, rajo0yTpos B HaMalleHa
no3a ot 0,075 mmol/kg € cpaBHeH ¢ MErTyMUHOB T3I0TEPAT B HErOBaTa cTaHAapTHa no3a ot (), ]
mmol/kg 3a koHTpacTHo ycunsaHe ¢ AMP na [THC npu 141 naumenu ¢ ycunsate Ha je3nd B LIHC
BbpXy AMP ycuneH ¢ MErTyMHHOB ragoTepar. I pBHYHHTE IPOMEHINBY BKIKYBAT KOHTPACTHO
YCHIIEHa Jie3ks, MOpONOrua Ha JIe3UATa ¥ OUepTABaHE rPaHMLIaTa Ha Ne3usaTa. CHAMKHUTE ca
aHaJM3HpaHM OT TPMMa HE3aBHCHMHU 3acieneHy pasduTamiy. He no-Manka epeKTHBHOCT CIPAMO
MErlyMHHOB raIoTepar 3a cTeneHTa Ha nofxobpeHne Ha HeycwieH AMP e neMoHCTpHpaHa 3a BCHYKH
TpH MHpBHYHH npoMernneH (none 80% ot edexTa ¢ 3anaseH), 0asupaHO HA OCPEAHEHH NaHHH.
Cpenuuat 6poii e3uit oTkpHTH ¢ raxobyrpon (2,14) v ranotepar (2,06) e cxoneH.

[NeanaTpyysa nonynanHs
[lpoBenesH ca JBe MPOYYBAHUA C €AHOKpaTHa 103a BeB (asa /11l npn 138 nenuaTpu4Hy NaUHEHTH,

rnanupany 3a CE-SIMP na ITHC, wepen apo6 u 6u6pewn wiv CE-MRA, 4 npu 44 nallueHTH Ha
pB3pacT oT 0 10 MoA 2 roguHH (BXJIIOYMTENHO JOHOCEHH HOBOPOASHH), IUIaHHPAHH 3a [POBEK/IaHE Ha
pyruiHo CE-SIMP Ha Bcska obnact ot Tanoro. [lokazaHW ca AHArHOCTHYHA ePUKACHOCT H
yBE/IMUCHHE HA [HarHOCTUYHATA CTENeH Ha CUIrYPHOCT 3a BCHYKH [apaMerpH, OLICHABAHH B
NpOy4BaHMATA, Oe3 pasnuxa MexIy NMEAMATPHYHHTE MPYNH B CPABHEHUE C BB3PACTHHUTE. [ aflOBHCT Ce
noxacs 7o6pe BbB BELIPOCHHTE MPOYYBAHHS ChC Chillia Npodun Ha HesomacHOCT HA rapobyrpon,
KAKTO MPH Bb3pacTHH NALHEHTH.

Kiuen4yHa 6€300aCHOCT

THIOET ¥ YECTOTATa HAa HEKENAHWTE PEaKUHH CJIEA NPWIokKeHHe Ha [aJoBMCT NpH paznH4HH
NOKAa3aHHUA ¢4 OLEHEHH B roJIAMO MEXIYHAPOAHO IIPOCNEKTHBHO HEWHTEPBEHIIMOHANHO NMPOYyYBaHEe
(GARDIAN). TNonynauusta 3a GesonacHocT Bomousa 23 708 nauueHTH OT BCHYKM BB3PacTOBH
rpyny, BiIOYKTENHO Acua (n = 1 142; 4,8 %) u Bb3pacTHH (n =4 330; 18,3 % Ha Bh3pacT Mexnay
65 u < 80 roauHyu ¥ n = 526; 2,2 % Ha Bb3pacT > 80 roauan). Cpeanara Be3pacT € 51,9 roauam.
Hsecra u gsama nauuentu (0,9 %) crobuiasar 3a obio 251 Hexenanu csburua (HC), a 170 (0,7 %)
chrobmaBat 215 chOMTHSE, KaTErOpH3UpaHH KaTo HexenaHH nekapcTBeHH peakuuu (HIIP), nosevero
(97,7 %) OT KOUTO Ca JIEKM 0 YMEPEHO TEXKKH IO HHTEH3UBHOCT.

Hali-uecto mokymenTupanure HJIP ca ranene (0,3 %), nmospeinane (0,1 %) u samaasoct (0,1 %).
Crenenra Ha HJIP e 0,9 % npu *eHW 1 0,6 % npu Mmbke. Hama paznuka B crenesra Ha HJIP cnpamo
pos3ara ragobyrpon. Yernpu or 170 mauuentu ¢ HJIP (0,02 %) ca usnuTanu CEpHO3HH HEXKENAHH
chOMTHS, C eiHO chOuTHE (aHADHIAKTHYEH [HOK), A0BENO N0 (PaTaleH W3XO.

B neamarpuunara nonynanus HC ca cwobuenu npu 8 ot 1 142 (0,7 %) neua. Ilpn mect gena Tesu
HC ca xnacupuuupanu kato HIIP (0,5 %).

bnOpeuHo yBpexcaaHe
B npocnexTHBHO (apmakoenuaemuonorniHo npoyysaHe (GRIP) 3a oueHka creneHra Ha

[OTEHLHATHUA PUCK 3a passurie Ha NSF npu nanmentd ¢ 61n6peuno yepexpane 908 nauueHTH ¢
pazIM4YHa cTeneH Ha 6L6peuHo yBpexaaHe ca nomyqasaiy ['anoBMCT B CTaHAapTHaTa 0n006peHa n03a
3a CE-JIMP.

BouukH NalMEHTH, BKIIOUMTENHO 234 ¢ Texko 6u6peuno yspexaane (eGFR <30 ml/min/1,73 m?),
KOWTO He ca MONy4aBajiH APYTH KOHTPACTHHATE MaTepHH, ChbABPXKALH MICNHHIH, ¢a NPOCNEAABAHU B
OpOARMKEHHE HA IBE rOAKHM 3a NMpu3HaUM 4 cumnToMu Ha HCO®. HuTo efnH MauMeHT, BKIIOYEH B
npoy4BaHeTo He € passun HCD.

L




5.2 dapMaKOKHHETHYHH cBolicTBA

PaznpenencHue
CneJ HMHTPABEHO3HO NpPWIOXKeHMe, ragobyrpon ce pasnpeneas OBbP30 B EKCTPALEIYIAPHOTO

npocTpaicTBO. CPBBP3BAHETO C [UIA3MEHHTE MPOTEHMHH € mnpeHebpexumo Hucko. [lpn xopa
dapMakoxkuHeTHKAaTa Ha rajoGyrpon € mnpornopuuMoHaiHa Ha fnosara. B nosu po 0,4 mmol
ranobyTpoi/kg TeENeCHO Terno IUIa3MEHOTO HHMBO cnada asydasHo. IIpu npoza 0,1 mmol
rapobyTpoi/kg TeNeCHO Terno 2 MHHYTH ClE[ WIDKEKTHPaHEeTO B 1UIa3MaTa Ce H3MepBa CpelHO
0,59 mmol ragobyrpor/l, a 60 MuUHYTH crex HHxkekTHpaHeTo - 0,3 mmol ragobyTpon/l.

bHoTpaHCQODM
He ce oTkpuBaTt MeTabONMTH B IU1a3MaTa WIH YPHHATA.

EnAMUHKHpaHE

B pamxuTe Ha Ba yaca Haa 50 % oT mpuiioxeHaTa [03a ce eMMHHHpa C ypHHata, a cnel 12 yaca —
noseye oT 90 % ¢hC CpeneH TEPMHHANEH NomyxHBoT oT 1,8 yaca (1,3 - 2,1 9aca), ChOTBETCTRAILIM Ha
ckopocTTa Ha OBOpedHo enumuHHpane. Ilpn go3a 0,1 mmol ragobyTpo/kg TenecHo Terno CpeaHo
100,3 + 2,6 % or jno3aTa ce eKCKpeTHpar B paMkure Ha 72 waca cnex npunarade. [lpu 3apaBu
HHAMBMAY 6BOPESHHAT KIHPBHC Ha ragobyTpon € 1,1 fo 1,7 ml min"' kg™’ u taxa ce gBABa cpaBHuM C
O6LOpeyHHs KNMPBHC Ha MHYJHH, KOETO [OKa3Ba, ue rajodbyTposl ce e€IHMMHHHpa OCHOBHO
nocpeacTBoM rnoMepynHa duwrrpauua. [lo-manko ot 0,1 % oT fo3ara ce eNMMHHMPA ¢ deKanHuTe.

XapaKTepHCTHKH NPH CICUHAJHH MONYNalUHH

[lequampuuna nonynayus
QapMaKOKHHETHKA Ha raaodyTpoJ B [eAHaTPHYHA NOIMYAaLMA Ha Bb3pacT Mok |8 roquHH UM NpH

BB3PACTHH, ca NOJOOHM (BX. Touka 4.2).

[IpoBeneHy ca ABe NMpOoy4BaHUA ¢ eAHOKpaTHa 4033 BbB (aza Il npn nmeamarputdHu nalMeHTH Ha
sp3pact nmoA 18 roguuu. PapMakokHHeTHKaTa € OleHeHa npH 130 meaMaTpH4YHH NAUMEHTH Ha
pb3pacT oT 2 no noa 18 roaunu ¥ npu 43 NEAHATPHYHM MALUMEHTH NOA 2 FOAMUIHA Bb3pacT
(BKJIIOYHUTENHO AOHOCEHH HOBOPOIEHH).

Ioka3zaHo e, 4e apmakokuHeTHdeHHA (PK) mpodun Ha ragodyTpos nNpH Aena OT BCHYKH Bb3PAcTH €
nogofeH Ha TO3H NpPU Bh3PACTHHUTE B pe3yiraT Ha noaodHH CTOAHOCTH 3a rnow nox kpusata (AUC),
HOpPMa/IH3KpaH TUIa3MeH KIKPBHC Ha TenecHoto Terno (Cltot) u obem Ha pasnpenenenne (Vss), KakTo
H BPEMETO Ha MMOMYKHBOT, H CTENEHTA Ha EKCKPELHA.

[TpubausuTentHo 99% (cpeana CTOKHOCT) OT A03aTa Ce OTKPHBA B yPHHATa B paMKHTE Ha 6 4aca (TasH
uHpopMaLMs € MMolydeHa B ot 2 1o noa 18 roauHH BE3pacTosa rpyna).

Cmapuecka ev3pacm (Ha ev3pacm 6J 200unu u noeeue)

[Topaau QUIHONOIHYHM H3MEHEHHS Ha OBOpeuHara GyHKUMA ¢ BB3PACTTa NpH 3ApaBd 106posoNLM B
crapyecka BB3pacT (Ha Bb3pact 65 rogWHH ¥ MoBeYEe) CHCTEMHATa €KCIO3HLMA € YBENUUCHA A0
npuGausuTenno 33% (Mbxe) 0 54% (keHH), a TEPMHHANHUAT NOJYXKHBOT — ¢ NpubnuznTento 33%
(Mbxe) 1 58% (xenu). [L1asMeHHAT KIHMpBLHC € HamaneH ¢ npubnusurenso 25% (Mbke) H 35%
(k€HH), ChOTBETHO. ENMMHHHPAHETO Ha MPWIOKEHAaTa 1033 B YPHHATa € MBLAHO cnea 24 yaca npH
BCHUYKH 34paBK J00poBonLH, 6e3 pasnHka B cTapyecka Bb3DacT JIM ca WK He.

bvbpeuno yspeacoane

[lpu nauMeHTH ¢ yBpeZeHa OnOpevHa QYHKLMS CEPYMHHAT MOJYXHBOT Ha ragobyTpon € yabihkeH
nopajd HaManeHaTa raomepyiHa ¢uarpaina. CpeAHHAT TCPMHMHANCH NONY»KMUBOT € YABIDKEH A0
5,8 yaca npu naupentH ¢ ymepeHo yspexaaHe (80>CLcr>30ml/min) H ome Mo-yAbMKEH RO
17,6 4aca npy MAIMEHTH C TEXKO yBpexaaHe, KOHTo He ¢a Ha aManu3a (CLcr<30 ml/min). CpeaHuar
CepyMeH KIMpbHC € HaManeH 1o 0,49 mi/min‘kg DpH OALMEHTH C JIEKO JO YMEPEHO YBDCHAAHE




auanu3a (CLcgr<30 mi/min). [TeiHo enMMHHUpaHe B YPHHATA ¢ HAaOMoAaBa NpH MauHeHTH € JIEKO a0
yMmepeHo 6u0pedHo yBpexaaHe B paMKuTe Ha 72 yaca. [Ipu nauneHTH ¢ Texko ObOpeuHO yBpekaaHe
oxosio 80% OT npUIOKEHATA 1033 C€ STMMUHHPa B YPUHATA B PAMKHUTE HA 5 AHH (BXK. CBHINO TOYKH 4.2
n44).

[Ipy nalMeHTH HA AManu3a rago0yTpon € MOYTH HAMBJIHO E€JIHMHHHpPaH OT CepyMa Clej TpeTara
OUAIH3A.

5.3 [IpeakJRHHYHM AaHHHK 38 OE30MACHOCT

HexnMHMYHATE OAHHK HE [I0Ka3BaT OcobeH PHCK 3a Xopara HA 0a3a Ha KOHBEHIHOHANTHHTE
(apMaKoJIOTHYHH H3MUTBaHHA 332 ©5€30MacHOCT, TOKCHMHOCT NPH MHOTOKpaTHO NPWIOXEHHE M
r¢HOTOKCHYHOCT.

MHOroKpaTHOTO HMHTPABEHO3HO NpPWIAraHe Mpy penpoNyKTUBHHTE TOKCHKOJOTHYHH MpPOYYBaAHHS
goaM Ao 3afaBaHe Ha eMOPDMOHAIHOTO DA3BUTHE NpH IUTLXOBE H 3aWUM W YBEIIMYaBaHE Ha
eMOPHOHANHHUS NETANUTET NMPH IUTHXOBE, 3ailM ¥ MaHMYyHH NDH HHMBA HA 103HpaHe oT 8 fo 16 meTH
(Ha 6a3a Ha TelecHaTa NOBBLPXHOCT) Wi oT 25 10 50 mbTH (Ha 6a3a Ha TENECHOTO TErNo) Hajx Te3H,
H3NOJ3BAHM 33 AHArHOCTHKA NMpH Xopa. He € M3BeCTHO AAIH NpH €HOKpaTHa A033a MOXKE da HMa
nono6uu edexru. [TpoyusaHusTa 32 TOKCUYHOCT ¢ €IHHHYHA 10328 W MPH MHOTOKPAaTHO ITpHiaraHe
IPH HOBOPOJEHH W MJANM TUIHXOBE HE MOKAa3BaT HAXOAKH, NpEANojaraiy CneuHgUYeH pHCK 3a
yrorpe6a OpH Aeua OT BCHYKH Bb3PACTH, BKJIHOIHTEITHO AOHOCEHH HOBOPOASHH H KbpMaYeTa.

PanuoakTUBHO OengsaH raao0yTpos, NMPUIOKEH MHTPABEHO3IHO HA KBPMELIH IUTBXOBE, C€ IMpEeAaBa
ype3 MIMKOTO He no-Manko ot 0,1% oT npunoxeHara A03a.

YCTaHOBEHO €, 4e MpH IWIsxoBe abcopbuuaTa cien NepopaTHO MPHNOKEHHE € MHOIO Mallka, OKONo
5% Ha 0a3a Ha 4acTTa OT [103aTa, KOSATO C€ EKCKpETHpA B YPHHATA.

B npeaxnHHM4HM (apMaKoNOrMYHH WINHMTBaHMA 3a 0E€30MacHOCT MO OTHOMIEHWE Ha ChpAEvHO-
CBOOBATA CHCTEMA, B 3aBUCHMOCT OT MpUWIOKEHATa A03a ca Ha0nroAaBaHy NPEXOOHH NOBULLIEHHA Ha
KPBHBHOTO HAIATAHE M HA MHOKApAHHA KOHTpaKkTUIHTET. Te3u edekTn He ca HabmoaaBaHu IIPH Xopa.
[TpoyusaHHATa Ha OKOJIHATA CpeAa MOKa3BaT, Ye YCTOMIHBOCTTa M MOOWIIHOCTTa Ha KOHTPAacTHHTE
MaTepHH CHABPKALIM TAXONMHMHA, MPOABABAT MOTEHUMAN 32 Pa3NPOCTPAHEHHE BLB BOAHMA CTHIO M
€BEHTYAIHO B MOAMOYBEHHTE BOIH.

6. OAPMAIEBTHUYHH JAHHH

6.1 CaHchk Ha NOMOINHHTE BEHIECTBA

Harpues xankobyrpon

TpoMeTamorn

IN xa10poBOAOPOAHA KNCETUHA (38 KopekLUMs Ha pH)

Bona 3a nHxkeKuHH

6.2 HecHBMECTHMOCTH

[Tpu nunca Ha MPOYYBAHHUA 33 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH MPOAYKT He TpAdBa fa ce cMecBa ©
APYTH NIEKAPCTBEHH NPOAYKTH.
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6.3 Cpok na roaHocTr
3 rogMHHU

Cpok Ha rogHOCT CNel ITbPBOTO OTBAPAHE HA OMAKOBKATA

Xumuuecka M puanuecka craGHIHOCT chell MHPBO OTBapAHE € [loKa3aHa 3a 24 vaca npu 20-25°C.

OT MHKPOOMONIOrHYHA INIESHA TOYKA, aKO HE CE H3II0I3Ba HEMOCPEACTBEHO CNICA OTBApAHE, BPEMETO H
YCIOBHATA Ha CbXPaHEHHE B NEPHOAA OT TbPBOTO OTBAPAHE IO [PEAH NPUIOKEHHETO C8 OTTOBOPHOCT
Ha noTpebuTeNs U He TpOBa na Haasuluasa 24 vaca npu 20-25°C.

Eanonozopo npunokeHue (2 ml, 7,5 ml n 15 ml):
BCHUKHAT UHDKEKLIMOHEH Pa3sTBOP, KOMTO HE € H3MON3BaH MpH BLIPOCHOTO H3CneABaHe, TpAOBa na ce
H3XBBLPM.

EaHOM030B0 HIM MYATHNALMEHTHO npinoxkenne (30 ml 1 65 ml):
[Ipu e2HOAO030BO NPHIIOKEHUE BCHYKHAT HHKEKIIMOHEH PA3TBOP, KOMTO HE € H3MOJI3BaH NPH
BBIIPOCHOTO H3CJICBaHE, TPAOBA Na ce M3XBBPIIH.

[TpH MyITHNALKEHTHO MPHIOKEHHE BCHIKHAT OCTAHAN MHDKEKLIMOHEH PA3TBOP, KOHTO HE € H3NON3BaH
B PAMKMTE Ha CAAMH HEMPEKhCHAT MEPHOA OT 24 uaca Cnejl TbPBOTO OTBAapAHeE, TPAOBa Ja Ce H3XBBPIH.

6.4 CneuHajHd YCIOBHS HA CHXPAHEHHE

He ce u3nckpar crieltMalHH YCNOBHS Ha ChXPaHEHHE.
3a yCNIOBHATA Ha CbXPaHEHHE CNe/l MbPBOHAYAIIHO OTBAPSHE, BHXKTE TOUKa 6.3.

6.5 BuaH chaAbLpKaAUNE HA ONRKOBKATA

| dnaxon (cTekio THn [) cbe 3anywianka (xnopobyTunoB Wik 6poMoBYTWIOB enacToMep) M eAHa
H3UARO ATYMHHHEBA Kanadka, nopbieHa, ¢ BETPELIHO H BHHIIHO JIAKOBO MOKPHTHE, Chabpxauy 2 ml,
7.5 ml, 15 ml naun 30 ml MEDKEeKUHOHEH pa3TBOP.

| uHdy3svonna 6yTHnka (cTekno Tunm [I) cbe samymwanka (iopoSyrmnos wiad OpomoOyTHNOB
enacToMEp) M eJHa M3LWI0 aTyMHHHeBa Kana4ka, Mopb0€Ha, ¢ BBTPEUIHO H BBHUIHO J1aKOBO
NOKPHTHE, ChABPXKALA 65 ml HIDKEKLIHOHEH Pa3TBOD.

OnakoBKH OT:

1 win 3 dnakoHa no 2 ml HHKEKUHOKEH Pa3TBOP

i unu 10 dpnakona no 7,5 mi, 15 ml unu 30 m! MmMKEKIIHOHEH Pa3TBOP
| unu 10 6yTwiky no 65 mi HEXKEKUHOHEH pa3TBOP

bonHUYHA OMaKOBKA:

3 ¢naxkona no 2 ml HHXKEKUHOHEH PA3TBOP

10 pnakona no 7,5 ml, 15 ml unu 30 ml HEKEKIIMOHEH Pa3TBOP
10 6yTinkH no 635 ml HHXKEXLUHOHEH Pa3TBOP

He BcHUKH BUAOBE OMAKOBKH MOrar Aa Obaart ImyCHaTH B Ipoaaxoa.
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6.6 CnenuajHE NpeANAZHH MEPKH [PH H3XBLPARHE H pabora

HHCTpYKLMH 33 YyNoTpeoa.

To3u NexapcTBeH MPOAYKT NpecTaBnaBa 6ucThp, 6esuseTeH 10 bnenoxsaT pasreop. Tpabea aa ce
MPOBEPH BU3YAITHO Npeay ynotpeoda.

["azgoBHUCT He TPADBA [ia ce U3MOo/3Ba B cNyyall Ha 3HaUMMA MPOMAHA B LIBETA, HANWYUE HA HaCTHLIH
1Ny JedekTeH KOHTeHHeD.

OMNaKkoBKH CaMo 3a €AHON030B0 NpuiaoxeHne: gpnakonn ot 2 mi, 7.5 ml v 15 ml

OriakoBKH 32 €JHOH030BO WIK MYJITHNIALMEHTHO NIpHNokeHHe: hnakonu ot 30 ml u OyTHIKH oT
65 mlL

[TpH MyATHNIAUHEHTHO NpHAOKEHME, ["anoBUcT TpabBa fa ce npunara ¢ NOMOLITa Ha ABTOMATHHEH
MHKEKTOP, KOHTO € 0400peH 3a MyJITHNAUMEHTHO MPUIIOKEHHE.

Pa6oTaTa ¢ KOHTPACTHOTO BEILIECTBO TPAOBA Aa & W3BBPILBA, U3IMOI3BAWKH aceNTHYHA TCXHHKA.
'yMeHata 3ammyinanka He TpaOBa HHKOra Aa ce MpoOuBa MoBe4e OT BEAHDbXK.

[apoBHcT TpAOBa Aa ce W3TErTIM B CNIPUHLIOBKATA M/IH B ABTOMATHMHHA HHIKEKTOP CAMHCTBEHO
HEMOoCPEACTBEHO Npeay ynotpeba.

Jlatata M yacsT Ha npobHuBane Ha 3amyluankara TpAbBa na ObaaT oTOens3aHy BLPXY €THKETA HA
(pnakoHa/6yTHIKaTa HA IPEABUACHOTO MACTO.

H3non3BaHMAT aBTOMAaTHYEH UHKEKTOp TpAOBa 1a ¢ 0a00peH 33 eAHHHYHO HIIH MY/ITUNALHEHTHO
npunoxeHue. [I[poH3BOIUTENAT Ha YCTPOHCTBOTO TPAOBA a JOKaKe IPHTOAHOCTTA HA aBTOMATHYHUA
AHXEKTOp M HETOBMTE KOHCYMATHBH 33 €JHOKPaTHA YNoTpeda 3a npeiHa3sHaueHOTO NPHIOXKEHHKE.
BCHUKH IOMBIHHTEIHN HHCTPYKIIMHK OT ChOTBETHHS Mpou3soauTen Ha obopynsase TpadBa Chilio 1a
OBLAAT CTPHKTHO cna3BaHu. [IpH My ITHIALIKEHTHO MPHJIOKEHHE, KOHCYMATHBUTE 38 EAHOKPATHA
yrnoTpeba Tpa0Ba a C€ CMEHAT NPH BCEKH TALKEHT,

KOHTpacTHOTO BEIECTBO, KOETO HE € H3NO/I3BAHO B PAMKHTE Ha €1HO H3CeaBaHe (€1HON03080
NPIIOKEHHE) WIH HE € H3TOI3BAHO B NPOABLIKEHHE HA NEPHOA OT 24 Haca cnej OTBapAHe
(MyATHIALMEHTHO NPUIOXKEHHE), TpAOBa Aa ce HIXBBPIH (BX. TOUKa 6.3).

CreuMaNHHUST/UTe OTIENAIYY ce eTHKET/H 3a NMpoc/ieAsBaHe BbPXY (naxonute/OyTrnkure TpadBa na
ce 3anenu B KapToHa/M3 Ha nalHeHTa, 32 12 € Bh3MOKHO MPELIM3HO NOKYMEHTHPaHE Ha H3II0N13BaHaTa
KOHTpAacTHa MaTepHs, ChIbpkalya ragonnuui. H3nonssanara n103a cbuio TpadBa Aa dbae 3anucaHa.
AKO Ce W3MOJI3BAT ENEeKTPOHHH A0CHETa Ha NALMEHTHTE, B perucThpa TpAOBA 1a C¢ BHBEIAT HMETO Ha

NpoaAyKTa, MapTHaHs HOMCD Y 1034aTa.

HUs3xpbprsgHe
Hen3non3BaHUAT NE€KApCTBEH MPOAYKT WIH OTNIATLYHHTE MATCPHAIIH OT HEMO TpAOBa Aa C& U3XBBPIAT

B ChOTBETCTBHC C MECTHHTEC H3INCKBAHHA.
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7. NPHTEXATEJI HA PASPEULIEHHETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee 1

51373 Leverkusen, ['epmMaHus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

20090440

9. JIATA HA ITbPBO PA3PEIIABAHE/MOJAHOBABAHE HA PASPERIEHMETO 3A
YIIOTPEBA

Hara Ha mepBo paspeltuasaHe: 06 oxktoMspu 2009 .
Harta Ha nocnenHo noaHoBaBane: 03 noeMspu 2021 T.

10. JATA HA AKTYAJIU3HPAHE HA TEKCTA

09/2025
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